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presence of cells. 3. The yeast phase can be 
propagated and maintained in tissue culture 
mediums without HeLa cells in 100 ml centri- 
fuge bottles. 4. Rotation of cultures is neces- 
sary to assure maximum growth of yeast cells 
in tissue culture medium. 5 .  The technic can 
be successfully used to convert other diphasic 
systemic fungi, Blastomyces dermatitidis, 
Sporotrichum schenckii, and Coccidioides im- 
mitis to their tissue phase. 6. Candida albi- 
cans and Cryptococcus neoformans can be 
propagated in tissue culture medium without 
HeLa cells. 
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The active components of Rauwolfia ser- 
pentina are held to exert their effects by way 
of the central nervous system, and it is be- 
lieved that their influence on the endocrine 
glands is of minor consequence (Gaunt et a,?. 
1). However, in the present study the pro- 
longed administration of a preparation of the 
whole root to a group of young rats resulted 
in a significant diminution of the weights of 
both the pituitary and thyroid glands. 

Procedure. The rats employed were of the 
Sprague-Dawley strain, females, and 2 1 days 
of age at the beginning of the experiment. 
Twenty were treated and 16 littermates re- 
mained uninjected as controls. The Rau- 
wolfia serpentina was given in aqueous solu- 
tion by subcutaneous injection and at  a daily 
dosage equivalent to 1 mg per kilo body 
weight. A fresh solution was prepared and 
adjusted once weekly to the weight of the 
animals. The injections were continued until 
the animals were from 65 to 70 days old when 
they were sacrificed with illuminating gas. 
At autopsy the body weight and the weights 
of the hypophysis, thyroid, adrenals, and 
ovaries were obtained. 

*Supported in part by research grant No. G4034 
from N.I.H., U.S.P.H.S. 

Results. The rats remained active and in 
good condition throughout the period of 
treatment, although the injected animals ate 
somewhat smaller quantities of food and 
eventually their body weight was generally 
less than that of the controls. The day of 
vaginal opening, indicating the onset of com- 
plete ovarian function, occurred from the 
43rd to the 52nd day of age in the experi- 
mental group as compared to the 41st to the 
46th day in the controls. 

The organ and body weights of the in- 
dividual rats found at  autopsy are given in 
Table I, while Fig. 1 presents the data for 
the thyroid and pituitary weights arranged 
on a semi-logarithmic scale. The oblique 
lines (broken lines for the controls; contin- 
uous for the experimental) represent the av- 
erage log-organ to body weight relationship as 
estimated by the method of least squares. 
The vertical distance between the two lines 
in each case offers comparison between the 
organ weights with allowance for body weight. 
For the pituitary gland this vertical differ- 
ence is .0338 (in units of logarithms) which 
corresponds to an 8% smaller size (after ad- 
justment for body weight) in the experi- 
mental than in the control group. This dif- 
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TABLE I. Body and Organ Weights of Rats following Daily Injection of Bauwolfia serpentina 1 mg 
per Kilo Body Weight for 44 to 49 Days. 

Experimental Controls 
Body wt Adren. Ovaries Thyroid Pit. Ilotly wt  Adren. Ovaries Thyroid Pit. 
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ference has a standard error of .0126 and is 
thus statistically significant a t  the 1% level. 

The corresponding difference for the 
weights of the thyroid is .1467 (standard er- 
ror of .Ol), corresponding to a 40% smaller 
weight in the experimental group than in the 
control. The data for the ovaries and the 
adrenals show no effect when analysed statis- 
tically by the same method (analysis of co- 
variance). 

Administration of Rauwolfia serpentina at 
daily dosages of 2, 3, and 6 mg per kilo body 
weight and for similar periods of time resulted 
in such a profound loss of body weight that 
it was felt that organ differences were greatly 
affected by changes due solely to partial 
starvation. Another group of 20 rats was 
treated in the same manner with a daily 
dosage of 2.5 mg per kilo body weight of 
chlorpromazine (Thorazine-S.K.&F.) but 
without any appreciable change in body and 
organ weights. 

Summary. 1. An extract of Rauwolfia ser- 
pentina was administered daily by subcu- 
taneous injection to 20 rats. The daily dos- 

age was equivalent to 1 mg/kilo body weight 
and was continued from 21st to the 65th to 
70th days of life. At autopsy body weights 
and weights of pituitary gland, thyroid, ovar- 
ies, and adrenals were obtained. 2. Applica- 
tion of analysis of covariance leads to the 
conclusion that a t  this dose level administra- 
tion of Rauwolfia serpentina to young rats 
resulted in ( 1 )  a diminution of weight of thy- 
roid by 40%, at the 1 yo level; ( 2 )  a similar 
reduction in weight of pituitary gland by 8% ; 
(3) no significant change in either ovarian 
or adrenal weights, after making allowance 
for body weight differences. 
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William E. Kirsch and Smith, Kline and French for 
the chlorpromazine. 
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